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Abstract . The purpose of this clinical investigation was to examine prophylactic
effects of chemotherapeutic agents after transurethral resection of superficial bladder
tumor (TURBt). The first study: A total of 130 evaluable cases were randomized into 3
groups : (1Dintravesical instillation of doxorubicin(20 mg,”40 ml, 30 mg,30 ml), mitomycin
C(20 mg,”40 ml), or thiotepa(30 mg,”30 ml) ; (2) Non-instillation treatment with etretinate
or tegafur ; and(3)controls. All agents were administered for 2 years. Significant suppres-
sion of recurrence was observed in stage T1 or grade 2 disease treated with prophylactic
instillation administered for the first 24 months of the 48-month observation period. The
second study : A total of 140 evaluable cases were randomized into 3 groups : (1)intravesical
instillation of thiotepa(30 mg, 30 ml) ; (2)oral administration of UFT ; and(3)controls. All
agents were administered for 2 years. Significant suppression of recurrence was observed
in stage T1, grade 2 or multiple cases with prophylactic instillation of thiotepa for the first
24 months of the 36-month observation period. These 2 studies indicate that bladder
instillation therapy of DXR, MMC and thiotepa had some prophylactic effects after TURBt
in patients with stage T1, grade 2 and multiple superficial badder cancer.
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Table 1. Characteristics of patients (Study 1)

No. of ~ Mean Sex Grade Stage  Multiplicity*

Group ;

pts. age M F 1 2 38 Ta Tl S M
DXR-20 12 66.4 5 7 4 6 2 2 10 8 4
DXR-30 16 64.4 14 2 7 6 3 6 10 7 9
MMC 14 62.4 10 4 3 10 1 7 7 7 7
Thiotepa 18 65.8 12 6 8 9 1 4 14 11 7
ETR 20 59.1 15 5 8§ 11 1 8 12 12 8
FT-207 23 60.1 21 2 11 11 1 5 18 15 8
Control 27 61.3 24 3 17 9 1 13 14 17 10
Total 130 61.9 101 29 58 62 10 45 85 77 53
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Fig. 1. Protocol of prophylactic treatment following TUR. (study 1)
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Fig. 2. Protocol of prophylactic treatment following TUR. (study 2)

Table 2. Characteristics of patients (study 2)

No. of Mean Sex Grade Stage Multiplicity*
Group .

pts. age M F 12 Ta T1 S M
Thiotepa 45 59.1 38 7 4 41 14 31 16 29
UFT 47 65.4 39 8 11 36 17 30 15 32
Control 48 64.2 39 9 11 37 20 28 15 33
Total 140 63.0 116 24 26 114 51 89 46 94
*S . Solitary M : Multiple
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Fig. 3. Non-recurrence rate obtained with prophylactic treatment in primary cases of superficial

bladder cancer.
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Fig. 4. Non-recurrence rate according to treatment modality in primary cases of superficial bladder

cancer.
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Fig. 5. Non-recurrence rate according to pathological grade in primary cases of superficial bladder

cancer.
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Fig. 6. Non-recurrence rate according to pathological stage in primary cases of superficial bladder
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Fig. 7. Non-recurrence rate according to number of tumor foci in primary cases of superficial

bladder cancer.

Table 3. Cumulative recurrence rates in prophylactic treatment
groups (study 1D

Group No. of foif(?;ra—lup foll}/éex;l?up ‘ W Recur_rences/
PSS (months) (months) Pts. No. 100pt-months
DXR-20 12 437 36.4 4 4 0.92
DXR-30 16 581 36.3 4 5 0.86:‘ 0.79
MMC 14 773 55.2 6 7 091"
Thiotepa 18 988 54.9 5 6 0.61
ETR 20 1128 56.4 8 12 1.06 0.95
FT-207 23 1072 46.6 7 9 0.84~ 7
Control 27 1418 52.5 11 15 1.06

Table 4. Prognosis for grade 3 superficial bladder cancer treated with prophylactic

treatment (study 1)

Total Mean
No.of Recurrent No. of - - Recurrences/
Group pts. pts. recurrences f((irlllgrﬁhg f((;nnc())rYthlslg 100pt-months
Instillation 7 4 6 327 46.7 1.83
Non-instillation 3 1 3 69 23.0 4.35
Total 10 5 9 396 39.6 2.27
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Table 6. Complications (study 1)

) N DXR Irritable bladder 1
DEFCBIT 2R T, BEREICE W CERHBICER MMC Irritable bladder 1
ZRAELRIWS DD, HRFCENT, TEHICHEHX Contracted bladder 1
DEBICES - (p<0.05) (Fig. 11). REBHRHEE, Thiotepa  Mild leukopenia L
Irritable bladder 2
T, U, C&BET&~, 0.70, 1.95, 3.07 TH b, grade, ETR Lip dryness 3
stage, ZRMEDNTHIEE W THCHTL - &b EIo Angular stomatitis 2
7z (Table 7. An.orex1a . 2
[y - . Skin desquamation 1
EFTHIE 3 PICiRD bh, URED 1 BBt & R, FT-207 Anorexia 3
i 2 BT BB PANE (CIS) &6 L 77z BCG HEAE
Table 5. Cases with advanced grade and/or stage at recurrence (study 1)
. Primary Recurrent tumor
Age Original tumor Subsequent Prognosis
regimen (Mos.) 1st (Mos.) 2nd (Mos.) 3rd treatment
64 MMC G,-T,(3) G,-Tx(19 Contracted Total 16M CD®
bladder cystectomy
Gs-T,
73 Thiotepa [eXS @) G,-T, < — Thiotepa+UFT M Rec(—)
46 ETR G,-T. (14 G,-T.CD G,-T, — — 2M'Rec(—)
67 ETR G,-T, (1D G,-T,( 5 G,-T, - DXR-20 66M Rec(—)
73 ETR G,-T.(13) G,-T, Q4 G,-T, — Thiotepa 31M Rec(—)
60 FT‘207 Gl_Ta( 8) Gl_Tl (43) G1‘T1 (17) G1_Ta - ™ RCC(_)
70 FT-207 G,-T,(D Gs-T,( 6) G5-T, — RAD+Chemo. 14M Rec(—)
60  Control G,~T.( 6) G,-T,( & G,-T.(12) - Nephrectomy? 7M CD
(Mos.), months between TUR and recurrence
a Subsequent upper urinary tract tumor developed durig follow-up period postoperatively
b Cancer death
100
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T l
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jol
= Y
o Control(n=48)
§ 50
o
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6 12 18 24 36
Follow-up  period(Mos.)

Fig. 8. Non-recurrence rate according to treatment modality in primary cases of superﬁcial bladder

cancer.
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Fig. 9. Non-recurrence rate according to pathological grade in primary cases of superficial bladder
cancer.
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Fig. 10. Non-recurrence rate according to pathological stage in primary cases of superficial bladder
cancer.

Table 7. Cumulative recurrence rates in prophylactic treatment groups (study 2)
T Grade Multiplicity*
Ta T1 Gl G2 S M

0.97(14) 0.55(31) 1.33C 4 0.64(41) 0.77(29) 0.48(16)
1.0407) 2.66(30) 0 (11 2.70(36) 2.04(32) 1.79(15)
2.03(20) 3.80(28) 1.92(11) 3.99(37) 2.44(33) 4.86(15)

M : Multiple

Group all patients

Thiotepa 0.70(45)
UFT 1.95(47)
Control  3.07(48)

*S . Solitary

() : number of patients
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Fig. 11. Non-recurrence rate according to number of tumor foci in primary cases of superficial

bladder cancer.
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Table 8. Complications and disease progression
observed (study 2)

Disease Progression

Thiotepa 1 case(Ta+*G2—CIS*G3)—~BCG
UFT 1 case(T1b*G2—T4+G3)—>cystectomy
Control 1 case(T1b*G2—CIS+G3)—BCG
Complications
Thiotepa irritable bladder 4
contracted bladder 1
leukopenia 1
dermatitis 1
UFT Gl symptoms 4
dermatitis 1
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DEENE O AW EMLEE  (biological malignant
potential) & HEFIRZUHRBROBREFECIEIND
RETHDHH, ThISBROBETFHREELEOHFFE
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FIMTHRE LT EL, BBNHFRES v +EtE=
FAEBWTEBRENHDRER LK, 5-Fu, FT-
207, UFT, HCFU, CQ, VCR, CDDP, thiotepa &, fli®d
MEEIVEDEOBDORTWBERA, Tihbb
DXR, MMC, ETR 3z T, AT 2 >DMEKRAR
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SR L.

D B1IXABRTEBENRAEAR L LT DXR,
MMC, thiotepa, FFFEARE L LT, ETR, FT-207, 7zH
ORI E S R 2 0 2 CHBeeet Le. SEBRRI,
HEABCRNT, EFFICEEZ %L, EARLEKT
VIBEEARE, BN L R L CRB IR T,
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BERRTF BT 5 &, grade 2 DFERIS X O pT1
DEEFI THEAFENIEEAR X CEUBRN BRI VERL
BEER L. ‘

2) %2 %A IX UFT AMR, thiotepa HEA & &AL
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grade 2, pT1, BB O LFEF THRZEIR L hi

3) LlkXb, grade 2, stage pT1, EEDLIES
FEORIEMBENRE S 3\ T, DXR, MMC, thiotepa
DOEEMREARENR TURBOBR TR EE TS
EWIRE T

4) Fl-BREMT grade 1, pTa OFEIEMEENE
TURBt i© X 21RO H T4 T, itk PUEHIBERME
AR X 2BHETFTHEROBEED I & L3RRS i,

B

Fab B drc b, KIGHRRE IeHIsE 7x b O AR
B D & U RN BRSO & b L &
T ELEHBEMHBEYHEE ¥ LA ERREYHE
BB, £ 1ABFEEPTRESERCEMBL %
T ERAHROBRTEH ) HHIERE E LERER
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